Optimization details
Optimization of reaction conditions was carried out as follows: A mixture of amine (0.5 mmol) aldehyde (0.5 mmol), isocyanide (0.5 mmol) and N-hydroxamic acid (0.75 mmol) and catalyst (as mentioned in table), in 1 mL of solvent were stirred for overnight at room temperature. The solvent was removed under reduced pressure and the residue was purified by silica gel flash chromatography using EtOAc-hexane as eluent. a The reaction was carried out with using propionaldehyde (0.5 mmol), benzylamine (0.5 mmol), cyclohexyl isocyanide (0.5 mmol) and N-hydroxyphthalimide (0.75 mmol) in 1 mL solvent. b Yield of isolated product 5a. The reaction was carried out with using propionaldehyde (0.5 mmol), benzylamine (0.5 mmol), cyclohexyl isocyanide (0.5 mmol), N-hydroxyphthalimide (0.75 mmol) and catalyst (as mentioned in The reaction was carried out with using propionaldehyde (0.5 mmol), benzylamine (0.5 mmol), cyclohexyl isocyanide (0.5 mmol), N-hydroxyphthalimide (0.75 mmol) and ZnCl 2 (as mentioned in table) in 1 mL solvent. b Yield of isolated product 5a. nd = not determined
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Experimental Procedures and Spectral Data of α α α α-hydrazino-amides
General procedure for the synthesis of α α α α-hydrazino-amides:
A mixture of amine (1 mmol), aldehyde (1 mmol), isocyanide (1 mmol) , N-hydroxamic acid (1.5 mmol) and ZnCl 2 (0.3 equivalent) in 2 mL of toluene were stirred for overnight at room temperature.
The solvent was removed under reduced pressure and the residue was purified by silica gel flash chromatography using EtOAc-hexane as eluent.
Spectral Data
2-(benzyl(1,3-dioxoisoindolin-2-yl)amino)-N-cyclohexylbutanamide (5a)
Obtained from 0. 1, 153.7, 139.9, 134.3, 129.6, 128.4, 127.1, 123.5, 55.5, 55.0, 51.6, 34.2, 34.0, 26.7, 25.5, 23.4, 23.3, 10.8 153.5, 136.9, 134.3, 129.6, 123.4, 116.1, 60.2, 55.0, 50.1, 34.3, 33.8, 31.3, 25.5, 23.3, 20.2, 19.8 384.2276.
2-((2,2-dimethoxyethyl)(1,3-dioxoisoindolin-2-yl)amino)-4-methyl-N-phenethylpentanamide (5c)
Obtained from 1 mmol reaction as a colorless liquid, yield: 364 mg (78%); 1 H NMR (500 MHz, CDCl 3 ) δ 7.83 (dd, J = 5.4, 3.1, 2H), 7.76 (dd, J = 5.4, 3.1, 2H), 7.08 (t, J = 6.6, 3H), 6.96 (d, J = 6.0, 4.50 (t, J = 5.3, 1H), 3.79 (t, J = 7.5, 1H), 3.63 -3.48 (m, 2H), 3.40 (s, 6H), 3.06 (dd, J = 11.9, 6. 3, 157.0, 139.5, 134.3, 129.4, 128.8, 128.1, 126.0, 123.5, 103.7, 54.0, 53.2, 52.88, 49.0, 48.5, 42.1, 37.5, 24.8, 22.8, 22.7 9, 162.3, 160.3, 153.8, 141.4, 134.3, 130.7, 130.6, 129.6, 128.8, 128.8, 128.6, 128.4, 126.0, 124.1, 124.1, 123.5, 115.4, 115.3, 55.1, 53.5, 45.3, 45.2, 35.4, 34.1, 33.9, 32.1, 25.4, 23. 153.5, 134.3, 129.5, 123.4, 56.5, 55.0, 51.7, 43.2, 34.8, 34.1, 34.0, 26.6, 25.5, 23.3, 10.6 3, 155.8, 139.4, 138.1, 137.2, 134.5, 132.9, 130.0, 129.4, 128.8, 128.6, 128.2, 128.2, 127.5, 126.1, 123.7, 57.9, 50.9, 49 .0, 37. 9, 152.4, 139.4, 136.6, 134.5, 133.8, 129.5, 129.0, 128.8, 128.6, 128.5, 127.3, 123.6, 56.6, 55.3, 51.6, 34.0, 33.6, 25.4, 23.4 
2-(benzyl(1,3-dioxoisoindolin-2-yl)amino)-2-(2-chlorophenyl)-N-phenethylacetamide (5h)
Obtained from 3, 155.3, 139.4, 139.2, 135.5, 134.5, 133.7, 129.8, 129.6, 129.4, 128.9, 128.8, 128.4, 128.1, 127.8, 127.3, 126.0, 123.7, 55.6, 52.3, 48.9, 36.9 
2-((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-cyclohexyl-2-(4-methoxyphenyl)acetamide (5i)
Obtained from 159.3, 152.9, 138.3, 134.5, 132.8, 129.9, 129.5, 128.7, 128.5, 123.6, 114.0, 56.9, 55.3, 55.1, 50.9, 34.0, 33.5, 25.4, 23.3 
N-benzyl-2-((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-3-methylbutanamide (5j)
Obtained from 9, 163.7, 157.9, 139.2, 138.5, 134.5, 134.5, 132.7, 129.8, 129.4, 128.5, 128.2, 126.6, 126.5, 123.7, 123.6, 60.2, 50.8, 50.7, 31.6, 20.1, 19.6 
2-((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-(2-cyanoethyl)-3-methylbutanamide (5k)
Obtained from 4, 163.4, 158.9, 138.2, 134.6, 132.8, 129.7, 129.1, 128.6, 123.7, 117.6, 60.6, 50.6, 43.2, 31.5, 20.0, 19.9, 19.5 
2-((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-(4-methoxyphenyl)-3-methylbutanamide (5l)
Obtained from 138.6, 137.8, 134.5, 132.6, 129.8, 129.2, 128.4, 123.7, 121.3, 114.2, 61.7, 55.4, 51.1, 31.7, 20.1, 20. 
N-benzhydryl-2-((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-3-methylbutanamide (5m)
Obtained from 143.8, 143.8, 138.5, 134.7, 134.7, 132.5, 129.6, 129.6, 128.4, 128.4, 128.3, 126.9, 126.9, 126.8, 126.7, 123.8, 123.7, 64.7, 60.8, 50.5, 31.6, 20.1, 19.5 
2-(allyl(2,5-dioxopyrrolidin-1-yl)amino)-N-(2-nitrobenzyl)butanamide (5n)
Obtained from 2, 158.8, 148.2, 136.3, 134.8, 133.3, 129.4, 127.8, 124.7, 117.0, 55.8, 50.2, 48.7, 26.6, 25.7, 10.5 7, 153.3, 139.9, 128.4, 127.0, 55.5, 55.1, 51.5, 34.5, 34.2, 26.6, 25.7, 25.6, 23.8, 23.7, 10.7 4, 154.7, 139.7, 138.1, 136.9, 132.8, 129.8, 129.7, 129.2, 129.1, 128.9, 128.8, 128.8, 128.7, 128.5, 128.5, 128.1, 126.9, 126.5, 126.0, 56.3, 50.5, 48.2, 39.6, 36.8, 25.6 To a solution of 5d (80 mg, 0.16 mmol) in 1 mL of methanol was added 64 µl of hydrazine hydrate (98%). This mixture was stirred at room temperature over 12 h, at the end of which the solvent was removed. Dissolved the residue in 10 ml of CH 2 Cl 2 and washed it with 3% NaHCO 3 aqueous solution (4 ml × 5). The organic layer was dried over anhydrous MgSO4, and solvent was removed under reduced pressure and the residue was purified by silica gel flash chromatography using EtOAc-hexane as eluent to afford 39 mg of 6 as white solid.
N-cyclohexyl-2-(1-(2-fluorobenzyl)hydrazinyl)-4-phenylbutanamide (6)
Obtained as a white solid, yield: 39 mg (64% 
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Experimental procedure for the synthesis of 2-((4-chlorobenzyl)amino)-N-phenethyl-3-phenylpropanamide (7) 2
To a solution of 5l (100 mg, 0.2 mmol) in 2 mL of 1,2-dichloroethane was added AlCl 3 (3 equiv). This mixture was stirred at room temperature over 48 h, at the end of which the reaction was quenched with 10% NaOH under ice cooling, and the aqueous layer was extracted with DCM. The organic layer was dried over anhydrous MgSO4, and solvent was removed under reduced pressure and the residue was purified by silica gel flash chromatography using EtOAc-hexane as eluent to afford 57 mg of 10 as white solid.
2-((4-chlorobenzyl)amino)-N-phenethyl-3-phenylpropanamide (7)
Obtained as a white solid, yield: 57 mg (73% (allyl(1,3-dioxoisoindolin-2-yl)amino)-N-cyclohexyl-3-methylbutanamide (5b ((2,2-dimethoxyethyl)(1,3-dioxoisoindolin-2-yl)amino)-4-methyl-N-phenethylpentanamide (5c -2-((1,3-dioxoisoindolin-2-yl)(2-fluorobenzyl)amino)-4-phenylbutanamide (5d 1-(cyclohexylamino)-1-oxobutan-2-yl)(1,3-dioxoisoindolin-2-yl) ((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-phenethyl-2-phenylacetamide (5f (1,3-dioxoisoindolin-2-yl)amino)-2-(4-chlorophenyl)-N-cyclohexylacetamide (5g) 0.0 0. ((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-cyclohexyl-2-(4-methoxyphenyl) ((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-(2-cyanoethyl)-3-methylbutanamide (5k ((4-chlorobenzyl)(1,3-dioxoisoindolin-2-yl)amino)-N-(4-methoxyphenyl)-3- (benzyl(2,5-dioxopyrrolidin-1-yl)amino)-N-cyclohexylbutanamide (5o 
NMR Spectra and SFC-MS Chromatograms 2-(benzyl(1,3-dioxoisoindolin-2-yl)amino)-N-cyclohexylbutanamide (5a)
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